. Structures of the lactone forms ofcompactinrelated compounds.
Numbers in the parentheses represent relative activity to inhibit rat liver HMG-CoA reductase. compactin (0~20 /^g/ml) was supplemented to the medium. Growth was inspected after 4 days of cultivation. Of 303 strains tested, 43 strains (18 genera, 35 species), 21 strains (13 genera, 19 species) and 4 strains gave no detectable growth on the agar mediumcontaining 20, 10 and 4 yttg/ml of compactin, respectively, and the remaining 260 strains (34 genera, 135 species) were resistant to compactin at 20 jug/'ml. The most sensitive 4 strains were R. glutinis H3-9-1, S. salmonicolor WF188, A. salmonicolor IFO 1845 and C. matritensis IFO 0954. Under these conditions MICs were found to be 0.1 fig/ ml for R. glutinis, 1.0 jug/ml for S. salmonicolor, 2.0 jug/ml for A. salmonicolor and 2.0 /ug/ml for C. matritensis, respectively. For the growth assay, these strains (~lx 106 cells/ml) were inoculated to the liquid medium containing yeast nitrogen base 0.67 % and glucose The cells were cultured in the growth mediumin the absence (O) or presence of 4 jMg/ml of compactin supplemented with 0 mM(å¡), 1.0 mM(a), 3.0 mM(a) and 10 mM(®) of i?,S-mevalonate. Details are described in the text. 0.5 %. Where indicated, compactin-related compounds (O^lOO^g/ml) and/or mevalonate (01 0 mM)were supplemented to the medium. The cells were cultured with shaking at 30°C for 4 days, and growth was monitored by measuring OD at 550nm. Table 1 shows the MICs of compactin-related compounds for R. glutinis H3-9-1 and S. salmonicolor WF 188. Of these compounds, ML-236B and monacolin K were most potent, and their MICs were 0.1 /^g/ml for JR. glutinis. ML-236A,and monacolins L and X showed activity 1/25-1/50 of those for ML-236B and monacolin K. S. salmonicolor was about 10 times more resistant to those compounds than R. glutinis.
It has been shown that the growth inhibition of a variety of animal cells by compactin could be overcomeby the addition of small amount of mevalonate to the culture medium2>4). Fig. 2 shows the effect of mevalonate supplementation on the growth of compactin-sensitive strains. When10 mMR,^-mevalonate was supplemented to the medium containing compactin, the growth of R. glutinis H3-9-1 was normal up to 20 hours of cultivation. However, growth inhibition was observed after 20 hours ( Fig. 2A) . The supplementation of 10 mMmevalonate overcamethe growth inhibition of S. salmonicolor WF188 by compactin (Fig. 2B) . In the presence of 10 mM mevalonate and compactin, the growth of A.
salmonicolor IFO 1845 became normal after 10 hours (Fig. 2C) . On the other hand, C. matritensis IFO 0954 showed no detectable growth restoration under the same conditions (Fig. 2D ).
Mevalonate is a precursor of a variety of isoprenoid compounds, such as sterols, ubiquinones, dolichols, carotenoids and isopentenyl adenine2>7). Recently, several mutant strains have been isolated as the tools for the study of isoprenoid metabolism in yeasts8>9). The present results indicate that combinations of compactin and the sensitive strains might also be a useful system for studying mechanism and regulation of isoprenoid biosynthesis.
